Stickler syndrome type 2 patients. There were 69 affected patients from 20 unrelated type 1 pedigrees and 28 affected patients from 4 unrelated type 2 pedigrees. Using two markers at the COL 2Al locus, Stickler syndrome type 1 pedigrees showed complete linkage to COL 2Al with a maximum lod score of 12.33 at zero recombination. Linkage to COL 2AI was excluded in the two type 2 pedi grees that were informative. From these data it appears that this clinical classification is a useful first step in resolving the genetic heterogeneity in this condition.
In 1965, Stickler ef a/.I described 11 affected individuals Two factors contributing to this confusion are the small size and number of pedigrees available for study, and the failure to discriminate between the characteristic and pathognomonic vitreoretinal phenotypes.
Since type II collagen is the major structural component of secondary vitreous, IS which is a largely inert structure, incapable of re-formation, COL 2Al mutations might be expected to produce congenital and permanent abnormal-ities of the vitreous structure. Attention has been drawn to the congenital vitreous anomaly pathognomonic to a sub group of these patients by Scott.16 This is a study of a series of Stickler syndrome patients all of whom have undergone full clinical and ophthalmo logical examination including slit lamp biomicroscopy by one of the authors (M.P'S.). Ophthalmological, clinical, radiological, audiometric and echocardiographic features will be described in detail elsewhere. These pedigrees have been classified as those with the congenital vitreous anomaly (type I) and those without (type 2) and both sub sequently tested for linkage to the COL 2Al gene. 
MATERIAL S AND METHODS

COL 2Al Polymorphic Markers
Leukocyte DNA was extracted from 20-30 ml of periph eral blood according to standard procedures.
M. P. SNEAD ET AL.
Hind III Restriction Fragment Length 
Analysis
Lod scores were calculated using the LIPED computer program. 2 0 A lod score less than -2.0 was taken as exclud ing linkage at the corresponding recombination fractions.
RESULTS
A total of 97 affected patients from 24 pedigrees were examined. There were 69 affected patients from 20 unre the 428 bp Hind III allele with the disease giving a maxi mum lod score of 3.0 I at zero recombination. The 10 pedigrees that were informative using the Hind III RFLP alone gave a maximum lod score of 8.45 at zero M. P. SNEAD ET AL. scoring any twice, and this gave a maximum lod score of 12.33 at zero recombination (Table I) .
Stickler Syndrome Type 2
In 2 pedigrees with Stickler syndrome type 2, linkage to COL 2Al at recombination fraction less than 0.3 was excluded (Table II) . These pedigrees are illustrated in In combining the data for both markers no meioses were scored twice. Deletions of entire exonse} do not alter the reading frame of mRNA or the ability of shortened procollagen chains to participate in trimer assembly. By random assortment, three quarters of pro collagen trimers will consist of het- 
